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1. With regard to the language, this report is based on the international application in the language m which it was 
filed, unless otherwise indicated under this item. 

This report is based on translations from the original language into the following language , 

which is the language of a translation furnished for the purposes of: 

I I international search (under Rules 12.3 and 23, 1(b)) 

I I publication of the international application (under Rule 12.4) 

I I international preliminary examination (under Rules 55.2 and/or 55.3) 

2. With regard to the elements of the international application, this report is based on (replacement sheets which have been 
jurmshed to the receiving Office in response to an invitation under Article 24 are referred to in this report as "originally filed" 
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I I the mtemational application as originally filled/fumished 

I I the description: 

pages 1-62 as originally filed/furnished 

pages* NONE received by this Authority on 

pages* NONE received by this Authority on 



the claims: 

pages NONE as originally filed/fiimished 

pages* NONE as amended (together with any statement) under Article 19 

pages* 63-69 received by this Authority on 31 January 2005 (31.01.2005) 

pages* NONE received by this Authority on 

I 1 the drawings: 

pages NONE as originally filed/fumished 

pages* NONE received by this Authority on 

pages* NONE received by this Authority on 



I I a sequence listing and/or any related table(s) - see Supplemental Box Relating to Sequence Listing. 

The amendments have resulted in the cancellation of: 

the description, pages .NONE - 



the claims, Nos JHQHE. 



the drawings, sheets/figs NONE 



the sequence listing (specify): NONE 



any table(s) related to the sequence listing (xppHfyy konr 



^* EZl Ihis report has been established as if (some of) the amendments annexed to this report and listed below had not been made, 
since th^ have been considered to go beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)), 

I I die description, pages , 

I I die claims, Nos.. 



I I die drawings, sheets/figs 

I I die sequence listing (specify): 

I I any table(s) related to the sequence listuig (speci/y): 
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Case 21406Y PCX 
WHAT IS CaLAIMED IS: 

1. A compound of the structural formula I: 




Formula I 

or a pharmaceutically acceptable salt, enantiomer, diastereomer or mixture thereof: 
wherem, 

M, Ml, and M2, independently are CH or N; 



or (CH2)nR9 



X represents -(CHR7)p-, or a bond; 

Y represents -CO(CH2)n-. -SO2-, -0-, or -CH(OR')-; 

R' represents hydrogen, Ci-io alkyl, -(CH2)nCi-6 alkoxy, -(CH2)iiC3-8 cycloalkyl, -(CH2)nC3.io 
heterocyclyl, said alkyl, heterocyclyl, aryl or heteroaryl optionally substituted with 1-3 groups selected 
fromRa; 

or, R' and R6 taken together with the intervening N atom of CONR' of Y to form a 4-10 membered 
carbocyclic or heterocyclic rmg optionally interrupted by 1-3 atoms of O, S, C(0) or MR, and optionally 
having 1-4 double bonds, and optionally substituted by 1-3 groups selected jfrom Ra; 



W represents X^'^^Q 

R represents hydrogen, or Ci^ alkyl; 
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pis 0-2. 

3. A compound according to claim 2 wherein W represents ^Rs v 
represents CHRy. fuaax. 

4. A compound according to claim 2 wherein W represents (C3l2)nR9. 

is N or Ry ^' ^ "'"^'"^ '"'^^ *° '^"^ ^ '^''''^^ ^ -CO(CH2)n. -or CH(OR) and Q 

(CR.^r. ,^~'^'"^"*^*^«^^^^^^^^^i«Ci.ioalkyl,(CH2)oC6.io 

r "I' ! 7°"" ' ' '^^'^^^^^^ ^^2^»^3-8 cyclo^l, said aryl, hel^l 

he^K^yclylandallcyloptionaHysubsti^tedwithlt^ 

heteroaryl, <CH2)nCe.lO aryl. -(CH2)n.3~10-membered heterocyclyl. and C,. aBcylOH said cycloallcyl 
aryl. heteroaryl. heterocyclyl and alkyl optionally substituted with 1 to 3 groups of Ra. 

7- A compound which is: 
l<l-Ben2yl-6-methoxy-l»-benzimidazol-2-yl)-2,2-dimethylpiopan-lH^^^^ 
l-(l-benzyI.5-methoxy-l^r-ben2imidazol-2-yl)-2,2-dimethylpropan-lK,ne.^ 

1- (5-Methoxy-lH-ben2iniidazol.2-yl)-2.2-diinethylpropan-iK>ne. 

Methyl [2-(2,2-dimethylpropanoyl)-6-methoxy-l^-benzimida2ol-l.yl]acetate, 
Methyl [2-(2,2-diniethylpropanoyl)-5-methoxy-l/f-benzimidazol-l.yl]acetat^^^ 
[2-(2,2-Dimethylpropanoyl)-5-methoxy-lif-ben2imidazol.l-yl]acetic acid, 

2- [2-(2.2-Dimethylpropanoyl)-5.methoxy-l//-benzu^ 

l-(Diethoxymethyl)-6-methoxy-lJ¥-benziniida2ole. 
l-(diethoxymethyl)-5-methoxy-l/^-ben2imidazole. 

l-(6-Methoxy-m-benziniidazol-2-yl)-2.2-dimethylpropan.l-one, 
A^^-Dibutyl-2-[2^2.2-dimethylpropanoyl).5-methoxy-^^^ 

44 
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2-[2K2,2-Diinethylpropanoyl)-5-methoxy-m-benziinidazol-l-yl]-^^ 

l-[5-methoxy-2-(2-phenylethyl)-m.benzmjidazol-l-yl].33-d^ 

or a pharmaceuticaUy acceptable salt, enantiomer, diastereomer or mixture thereof. 

8. A method for treating ocular hypertension or glaucoma comprising 
adminisliation to a patient in need of such treatment a therapeutically effective amomit of a conmound of 
Structural formula I: 

R4 Re 
Formula I 

or a pharmaceuticaUy acceptable salt, enantiomer, diastereomer or mixture (hereof: 
wherein, 

M, Ml, and M2, independendy are CH or N; 



O p 

W represents X-^Q^ ' or(CH2),R9 

R3 

R represents hydrogen, or Ci-6 all^l; 
X represents -(CHR7)p-, or a bond; 

Y represents -(C3l2)r-. -CO(CH2)n-, -SO2-. -0-, -S-, -CH(OR'K or CONR'; 

R' represents hydrogen. Ci-ioalkyl. -(CH2)nCi^ alkoxy, -(CH2)nC3-8 cycloalkyl. -(CH2)nC3.io 

heterocyclyl, said alkyl, heterocyclyl, aryl or heteroaryl optionaUy substituted with 1-3 groups selected 
fixnnRa; 
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or. R' and Re taken together with the intervening N atom of CONR* of Y to form a 4-10 membered 
carbocycUc or heterocyclic ring optionally interrupted by 1-3 atoms of O, S. C(0) or MR, and optionaUy 

71 

having 1-4 double bonds, and optionally substituted by 1-3 groups selected from Ra; 
Q represents N, CRy. or O, wherein R2 is absent when Q is O; 

Ry represents H. d-io alkyl, C1.6 alkylSR, -(CH2)nO(CH2)mOR, 

-(CH2)nCi^ alkoxy, -(CH2)nC3-8 cycloalkyl, -(CH2)nC3.lO heterocyclyl, -(CH2)nC5.io heteroaryl, - 
V N(R)2, -COOR, or -(CH2)nC6-io aryl, said alkyl, heterocyclyl, aryl or heteroaryl optionally substituted 
with 1-5 groups selected from Ra; 

or, R2-Q-R3 form a 3-15 membered carbocycUc or heterocycUc ring or fused ring, optionally interrupted 
by 1-3 atoms of O. S, C(0) or NR. and optionaUy having 1-5 double bonds, and optionaUy substituted by 
1-3 groups selected from Ra; 

Rwrepresents H, Ci-6 aUcyl, -C(0)Ci^ aUcyl. -C(0)OCi^ aUcyl. -S02N(R)2. -SO2C1.6 alkyl. -SO2C6- 
10 aryl, NO2, CN or -C(0)N(R)2; 

R2 represents hydrogen, Ci.io alkyl, Ci^ aUcylSR, -(CH2)nO(CH2)mOR, 

-(CH2)nCi^ aUtoxy. -(CH2)nC3.8 cycloalkyl, -(CH2)nC3-io heterocyclyl, -(CH2)i,C5-10 heteroaryl, - 
} N(R)2, <:<X)R, or -(CH2)nC6-l0 aiyl, said alkyl, heterocyclyl, aiyl or heteroaryl optionaUy substituted 
with 1-3 groiq>s selected from Ra; 

R3 represents hydrogen. Cmq aUcyl, -(CH2)nC3-8 cycloattyl. -(CH2)nC3-l0 heterocyclyl. -(CH2)nC5. 
10 heteroaryl, -(CH2)nCOOR. -(CH2)nC6-io aryl, -(CH2)nNHR8, -(CH2)nN(R)2. -(CH2)nNHCOOR, - 
(CH2)nN(R8)C02R, -(CH2)nN(R8)COR, -(CH2)nNHCX)R. -(CH2)nCONH(R8). aryl, -(CH2)nCi.6 
alkoxy, CF3, .(CH2)nS02R. -(CH2)nS02N(R)2, -(CH2)nCON(R)2, -(CH2)nCONHC(R)3, - 
(CH2)nCOR8, nitro, cyano or halogen, said aUcyl, aUcoxy, heterocyclyl, aryl or heteroaryl optionaUy 
substituted with 1-3 groups of Ra; 

R4 and R5 independently represent hydrogen, Ci_6 alkoxy, OH, OCOR3, Ci-e alkyl, COOR. SO3H. 
0(CH2)nN(R)2. 0(CH2)nC02R, Ci-e alkylcarbonyl, S(0)qRy. (CH2)nOPO(OH)2. 
0(CH2)nOPO(OH)2. N(R)2, CF3, nitro, cyano or halogen where said aUcyl, and alkoxy, are optionaUy 
substituted with 1-7 groups of Ra; 
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R6 represents hydrogen. Clio allq,!. .(CH2)nC6-10 aryl. -(CH2)„C5-io heteroaryl. (Cg-io axyl)0- - 
(CH2)nC3-l0 heterocyclyl. -(CH2)nC3^ cycloalkyl. -COOR. -C(0)C02R. said aryl. heteroaryl. 

71a 

heterocyclyl and alkyl optionally substituted vdth 1 -3 groups selected from Ra; 
R? represents hydrogen. Ci.6 alkyl. -(CH2)nCOOR or -(CH2)nN(R)2. 

R8 represents -(CH2)nC3-8 cycloalkyl. .(CH2)n 3-10 heterocyclyl. Cue alkoxy or -(CH2)nC5 lo 
heteroaryl. said heterocyclyl. aryl or heteroaryl optionally substituted with 1-3 gn>ups selected from Ra; 

r^I^? '"'frT^T'''^'''^ -^^^^^^-^ -(CH2)nC3.io heterocyclyl. - 

(ai2)nC6. oaryl.-(CH2)nC5.ioheteroaryl.or-N(R)2wherein^^^ 

heterocyclyl. aryl. or heteroaryl are optionaUy substituted with 1-3 groups selected from Ra. 

9 

Ra represents F, CI. Br. I. CF3. N(R)2. NO2. CN. -CORg. -CONHRg. -CONCR8)2. -0(CH2)nC00R. 
NH(CH2)nOR. -COOR. -OCF3. -mCOR. -SO2R. -SO2NR2, -SR. (C^-C. L^^. _<^2)nCOOR. - 
(CH2)nO(CH2)„,OR.-(CH2)„Ci^ alkoxy. (aryl)0-, -OH. (Ci-C6allcyl)S(OV.E^^^^ c 
2;)C(^. (Cl-C, alkyl)OC(0)NH.. -(C,-C, alkyl).^„(CH2)nCo hlrrc;clyl" ^^^^^^ 
alkyl)0(CH2)nC3.io heterocyclyl-R„. -(Cj-C^ alkyl)S(CH2)„C3.io heterocyclyl-R„. -(C,.cl alLl). 
C3.10 heterocyclyl-R.. -(CH2)o-Zl-C(=Z2)N(R)2. -<C2.6 alkenyl)NR.(CH2)nC3.io heterocyclyl-R 
^2-6all.nyl)O(CH2)nC3.i0heterocyclyl-R..^^^^^ 

-"^^ «^°yl)-Zl-C(=Z2)N(R)2. -(CH2)nS02R. -(CH2)„S03H. - 
(CH2)„PO(OR)2. -(CH2)„OPO(OR)2. -0(CH2)„S02R. -0(CH2)nP0(0R)2,-0 (CH2)nOPO(OR)2 

0(CH2)nCH(0H)CH2S03H: ' ' 

Zl and Z2 independently represents NR^, O. CH2. or S; 

m is 0-3; 
n is 0-3; 
q is 0-2; 
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r is 0-6 and 
pis 0-2. 



9. 
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A method for treating macular edema, macular degeneration, increasing retinal 
and optic nerve head blood velocity, increasing retinal and optic nerve oxygen tension, and/or a 
neuroprotective effect comprising admmistration to a patient in need of such treatment a 
pharmaceutically effective amount of a compound of claim 8; or a pharmaceutically acceptable salt, 
enantiomer, diastereomer or mixture thereof. 

10. A method of preventing repolarization or hyperpolarization of a mammaHan ceU 
containing potassimn chamiel or a method of treating Alzheimer's Disease, depression, cognitive 
disorders, and/or arrhythmia disorders in a patient in need thereof comprising administering a 
pharmaceutically effective amount of a compound of Claim 8. or a pharmaceutically acceptable salt, 
enantiomer. diastereomer or mixture thereof. 

11. A metiiod of treating diabetes in a patient in need fliereofcomprismg 
administering a pharmaceuticaUy effective amount of a compomid of claim 8. or a pharmaceuticaUy 
acceptable salt, enantiomer. diastereomer or mixture fliereof. 

12. Acompositioncon^msingacompoundof fonnulalofclaiml anda 
pharmaceutically acceptable carrier. 

13 The composition according to Claim 12 wherein the compound of formula I is 
apphed as a topical formulation, said topical formulation administered as a solution or suspension and 
optionally containing xanthan gum or gellan gum. 

14. A composition according to claun 13 wherein one or more of an active 
ingredient belonging to the group consisting of: D-adrenergic blocking agent, parasympatiio-mimetic 
agent, sympathomimetic agent, carbonic anhydrase inhibitor. EP4 agonist, a prostaglandin or derivative 
thereof, hypotensive Upid. neuroprotectant, and/or 5-Hr2 receptor agonist is optionally added. 

15. A composition according to claim 14 wherein the n-adrenergic blocking agent is 
timolol, betaxolol. levobetaxolol. carteolol. or levobunolol; the parasympatiiomunetic agent is 
pUocarpine: tiie syn^omimetic agent is epinephrine, brimonidine. iopidine. clonidine. or para- 
annnoclonidine. flie carbonic anhydrase inhibitor is dorzolamide. acetazolamide. metazolamide or 
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brinzolamide; the prostaglandin is latanoprost, travaprost, unoprostone, rescula, or S1033, the 
hypotensive Upid is lumigan, the neuroprotectant is eUprodil, R-eUprodU or memantine; and die 5-HT2 
receptor agonist is l-(2-aniinopropyl)-3-methyl-lH-iindazol-6-ol fiimarale or 2-(3-chloro-6-niettioxy- 
indazol-l-yl)-l-niethyl-ethylamine. 
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